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(54) ORAL PREPARATION FOR PREVENTING AND TREATING IMMUNOPATHY DISEASE 

(57)Abstract: 

PROBLEM TO BE SOLVED: To provide an oral preparation for preventing and treating immunopathy 
diseases such as rheumatoid arthritis or ulcerative colitis containing Staphylococcal-enterotoxins or their 
derivatives and is useful in preventing and treating these diseases. 

SOLUTION: This oral preparation contains Staphylococcal-enterotoxins or their derivatives, preferably in 
an amount of 0.02-0.5jxg each dose. The enterotoxins are preferably purified at such a level that it shows 
a single band in the gel electrophoresis. As the enterotoxins. is preferably cited Staphylococcus aureus 
enterotoxins B. A, 01. which bond to the VpT-cell antigen receptor. A liquid preparation in which the 
toxins or their derivatives are dissolved in physiological salt solution is preferred as an preparation form. 
The oral dose is 0.05-0.5M.g/day on the basis of the enterotoxins and preferably given once or twice a 
day. 



LEGAL STATUS 

[Date of request for examination] 23.08.2002 

[Date of sending the examiner s decision of 

rejection] 

[Kind of fi"^' disposal of application other than the 
examiner s decision of rejection or application 
converted registration] 

[Date of fi"^' disposal for application] 

[Patent number] 

[Date of registration] 

[Number of appeal against examiner's decision of 
rejection] 

[Date of requesting appeal against examiner's 
decision of rejection] 
[Date of extinction of right] 



Copyright (0); 1998.2003 Japan Patent Office 



mB^m^fffr (jp) (12) iSt |g ^ (A) 



#ll¥9- 110704 

(43)4:^18 B ^flE 9 ^(1997) 4^280 



(BDIntCl." 
A 6 1 K 35/74 



9/08 
39/085 



ABA 
ABF 
AGA 

AC J 



F I 

A6 1K 35/74 



ABAG 
ABF 
AGA 

9/08 E 
39/085 AC J 

»4l3HO»6 FD (^11 H) 



(.21) ttismn 


-297548 


(71)tUiaA 


000173555 










7 ^(1995)10^190 




l8*lft8l2tntt:fcffi-TS 6» 1 -If 








15 








l8*J&fl82|£rtS®lirr301 -72 






(72)»9|« 










ie^il^%m^9§IBnrfi;fcS900-441 
















l8*»fiB**a«irJE 4 TB IS^ffl 1 - 








602 



























(54) fggy^^iSieeaTKrji&fiffiSDt^.^ 

(57) ism 



(2) 



1$BB¥09-1 10704 



Elf^SS (Staphylococcal enterotoxins, JjlTSEs 
i«!-r4c tAtfc^) t L < li-?-(Og|««:S-#Wt- -516 

'y^^fiSlaclIl=fcL^rm-/<i/ K^^-rssicffisi 

[iS3RS3] iSS^syo. 0 l~5 0//g. 
<liO. 02-0. S//g(DSEs=t,L<li-f-05S|IS{*=^# 

e:^K.':7»®x>xa l-+v>B(SEB), HfeZ^K'ti 
aSi^T^n |.^.»A(SEA), StfeZ^K-jJ^cfixV 
T-P K4^v>ci(SECl). Itftzf K';7«JBx>^D K 
+v:^C2(SEC2). flfe;rK't7^®x>7-P K4^i>> 
C3(SEC3). Slfe:7K0«Bx>7^D h+>»D(S 
EDK ftfe:?K';7B*Bl>T^P h4^v>E(SEE)fe 

t»*«4<0L^■r^^A^lzgse(D^fe3gm^ttJgBi^l»^&JSffl 

[S3R«6] ±a!^a*i(cn:^L?#-5?is^?gjSjic^^ 
^icjt^^jara-p. m>kib^. aT;u=i-7Ufcj;u:7 30 

[0001] 

fi^l»J&Sffl^«lzg|-r5. *e.(=PiSBIcli, SEP^ 
(Staphylococcal enterotoxins, JJITS Esi:^ii■r 
$ ^ <!: A<36^) t, L < l±^-fflKi9{*$*!!8i:-r«1Sttl!i 

^ o 

[0 0 0 2] 

liflS 'J •tJV^' (Rheumatoid Arthritis, JsiTRAirfjif 

(Ulcerative Colitis. lilTUCt^-T^Z 
*«uiii7 n->^or, J: a JSISiSttiJijEtt:*: 

jijs^roiias!^ga<,ga^3ggijg,i^ a«(±fts^«is 



JSS-r S J: 5 left y , C*uA<j#«IM/j:ifeitsJ£ ft o T 

K<o««fi£»-efc4, -^^©JSMroa#j!aiis*»ii 

©«Rll=fci,|=tA^A^:h)C.r^ ^JtbftJ&SSI'V'^B&jSS 

::^i£l±ati^*i^rL^ftL^. Sttc*i,f,05jss©j&«i= 

'J>, 6-MP, MflgJSaiffi. ha::i5;^K, 7S-fk& 
JSMIctTft*5^ru*. L*^LftA<&, C*vC,|iaj&fi<, 

ronai tft y , j: '-jmihtji^Wiftmm ■ mistmoMm 

[0 0 0 3] SEstt, 1 9 89^, White J. e,|cj;o 
r|gM**ifcaB®ttx-y<-StjS-e&« (White J. et a 
I..Cell.56.p27-35. (1989)), iiSODtSlIA^ tftlStlSi 

aesairis y a* ^i^? 5;^ 1 1 £Sfflffi®^iafi^a^«: (m 

ajor Histocompatibility Complex, ISITM H C t 

■5 C i: A<fcs) iS^t^^j^flg L.fcttJ|-c? Ti®fla±<33 T 
aB)!ataJSgS(*(T Cell Antigen Receptor. JUTTCR 

tmti>zti><i(>^)izmmi*i. Lt^^t^ommit'p 

7X 1 1 M H C<0/N^n^i ^' :f(C|Jg^$tl-i, (C+l^MH 
Cfimtti:L^5)<OI=S^Lr. x-/<-tAJSl±^,^xll 
. M H c5^^iz/x:/a 4« -r icK^ft < jS^ $ c, 1=^ 

•5ft^^A<±i:^i. ^-/<-SllA<IS^LfcTjfflSaii 
-ll#MlcStt<b$*i,»i!ilg®$5i^jBCL, sSStt©* 

[0 0 0 4] X-/f-m^Sr^7'!7Xlc|»Mrtfc§L> 
lSS^Lft<ft-SKU7>;^rott9lizft^, -yj^ ^f^a> 

vt'xica^Lfcii^. ^<ox-/<-6tJsi=i!g^-r-i.v 

5 T c R T|ffl8aAtfn;x-/<-stjia)$ijai!ic3y l 
TJCS:Lft<ft^«SI. iH*.T-:^i;-©ttagAtB|«*;pl 
hU:7>XI-ft5o -a3«k5ftX-/<-tftJSo!)#atta 

«ffltfi:is«)Ba!ii±sftorLN^. 

[0 0 0 5] ire;!, If. SEsliX-/«-fitJStLT<D 

§'^»yii*;K5ctlzj:^rfg-^*+i«„ SttirLT 
tt^k**tfcTailia-^titlSS5^aBSSA>p,^atlcAvo:^t*t 

C)*irL\«, sEs©-a-ca5ssie,:?K'S^B 

x>-rP h+v>B (Staphylococcal Enterotoxin B. 

ijiT s E B t ft-r « c t A^SbS) $»{iii!wa# L fca* 



(3) 



•5 (Seminars in Immunology, 5:3. (1993)), in vivo "CS 

A<&oTt^+««0JEttliEtoe.*t?SI,^o ca)J:5lc 
X-/<-tftlSI±*ft:rtl=fi#Si4ifca#, t^ofcyOTffl 

[0006] «fSroV)STCR$J#OTfflBai=KL''7> 

^6«l=J£ffl-e**pr^6^4^^.l®L■cu^-5o s^s^e 

WA<Rre6(c^cofctL^5ffi«■A<^i:^;Kr^^-5o Kim CC, 
li, ^S'ttx'j-5=-v I — -rX (Systemic lupus erythema 
tosus, JslTS LEi:«;-*-«CiAtfc^)ro=ET?;uvt»x 
-efe-i>MRL/lprvOXO;u— 7^X^jixA<S EB^^ftg 
^ Lr < i: ic J; y ^}t|]«r-# ^ c t ^ «^ Ufc 
(J. EXP. Med.. m p. 11 31. (1991)), Sfc. Rott 0. &I* 
^^WT (Experimental Al lersic 

Encephromyel it is. JJITE A EiriK^'r-SCtA^fcS)^ 
ST?t5t,-oTSEB^S#L, S EBJ5S1±©V^8T 

c R TifflBS^ h u^:/xi= LTfe < c t-efe^A^Miw-i? 

#fcC,«:$a[$Lfc(lnt. Natl. Immunology, 4:p. 347. 

(i99i))o zHe,a)ismt. sEB^r7^^>a<)i-fflt^ 
^ s t a> t? fc s . 

[0 0 0 7] UA^LJEcAte,, C4x^(DS^It-C(±S E Bro 

^fcy 1 oo^gt(rS6i:A^^i:ys^L^. co.t^'sa-^fi 
-ci*7 (c J* L r «a-p # ^rLNggaj^mt ^ 4 fc & 
-rctiiie^s-e&y, crosst hroj^stJSffl-r-sc 

irfi^RTfll-e*?,, *fc. Stt7?l*lfejSRtttt«Sl3l4 

14«)^S«)S%!»I4^ C 5^|Bl^.art»i:3S'>1i-r, 
*fcS#«D:*;*l4»Kiprt6*S^gAN e, < . 

tt#MI-a:*;^cRgS i: o r t^ * o X-y <-fitJllz J: o 

jSWiw^'ii^ec-rajics^LTs ^mcov $wmm^m 

®b*Lfc«SH($t|i~i 5%)(::S*S©-e. ftSEltp«I« 
^ftffl LfcJi^cO J: 5 l=itSlES±j!5A<^+3;h,-5) Ztlt 
'P^<. JSH<t3Ei:•^rL^«,TlmBaOi^^^6<J<t: LfcJlH 
«ai=ifiLx:^5Sl=/j:y|§*t©l?jb-i,, LA^L^cA<e., 

Ba-V'taJSS5iaBflafl)Stt^i:$5i#ezL, ^wicmaus: 



[0 0 0 8] 

#lcRA(7)J:5^cKSfl^!^SMeBftjSj£a, uc^^7 
10 n->JS<0<fe5^Eiij&tti!£^EttSglM^^|J5at;j&«-r 

<D-eft*. *-r. *ii«s«c>i±, sEBicft«**i* 

SEsA^^SlzDSLfct^lc^SttA^fe^^+L. LAN 
i> -^-OSStt / ^-fitJSStt ^ ^ L r UN -5 Z i: l=3t 
BL. SEB$SPMf=a^-r«Zi:-cx-/<-fitlSJg 

f=. fiiS«F^©teS, SSlcJtfgLfcSEB^^Jltt^ 
.#X.^5:L^«t^a•C•a^Sfi<ll=ft«IBiji□S^■r -S C t J: 
y. <fcy=&3al(::h^^>X^RjiL»•5tl^5»l**a 
20 LNfc'L. CCDfiiafzSrJLNT, SaicWiiLfcSEB^ 
*aSi: LC*iS-'>fi#Wr-5«f^'5:ftfflS^14a0lS^I» 

fco *Mf6H.Ba3ftSM«tt^S^I»jSiefflSPS#^j^ 
MT L.;u^-tt^S-V>g BifejEj^Sro^ |ftfc*ltT?JEi: < Jft 

30 [0 0 09] t-'EE*?*., *||SIB^I*, RA-V'UCroj;-? 
'Jc^S^lfoSlKOJSHt'Srori.N.STlfflBaic h 

x*si»L»«ssaizisii$*Lfcs Est L < it^mm 

«»**aii:t--5!gaS4-3IS'Jlc||-r-5*,®-efc-5„ * 
<fejg«fniMa9$ft#Lfc^l=ae,*i,^j£S5J5:ifeJ6ffli69. fin 

jaic^-r-SliSlSS^OffiTliSto e>+i^cLNo L*N L jeea< 
RA-¥>UC(OfEfill:iBI#-r-5i:*jl6.*L«Vi88T 
40 CRlSttTfflBSir KU^>X^R!lS-r-5Ci:A<-T?^*. 
VySSTCRfiittTffljai*. <te£D|^ft. CdX-imaiLfc 
E A E S L E IC t Bl# L T L^ * :i i: Atfllffi * tlT L> * 

o-e. c^^t.ro^,m(=Sl3lLT^.^3>Ti|fflBal= hu5>x 

[0 0 10] *liSSISI=.fciKlS. »ililF«3-V»KErticx- 
"C?l#ez*4x-i>JSIStt, «i|^lSl 0~2 o%|::&,5;ft: 

KB i: ft oTtN*±S-(=&.S T fflSa&t/tSJSffi^JfflJS t 
50 Lr<D-7iyQ:7T — yfc*L^^4B^ffllao^SLaftStt^b. 



(4) 



4#gg¥09-l 10704 



-2. I L-4. TNF-or. tnf-;S. INF-r^O):^ 

c Rie^tt*}#offlBttx-/<-taJS. -MiLtf S E A. 
SECK C2. C3. El|<D<6a)S Es^iSfflUfcii 

flfeO) V ^ T C R TffljJSffiftatrWSWfC h > 

tN[ii&<c^isg^^aafiz.fc yff /cs esj^^s^hsj: y » 

[0 0 12] 011^1*. *M«Bja)3l»J(7)*Slt3S:'&S e 
sco^iS/cCSI^-efc^ s e B f±JaTa)3Jafe-eHi!-r -5 - 

^t^^'C^'So staphylococcus aureus 2 4 3:^(0t$S± 
5S3!)>bi@Si-r'5:&ai::"^t>Ta^^<b. ^-f. 4%NZ 
TS>. O. 0 1 WffiK^TSV. 0.0000 5%— 

151 S E B * □ - >fitft $.@^|^b L /--aft ^ 3t« L :^ 
5i*I^ii?SL. 25fe?t^. 4M«|<fc:^^^-vr^Afc^tM* 30 

^Sft«7lc*(::2ll]a#fL/=a. * t) ic y >»|Sffi^31 
:&S7K (phosphate buffer sal ine, J^ITP B S 
*z<i:*<fe^)fc2IilS«f^So il«f^f#G4xfciii5i'$- 
9y^^<?K(DSiS.^mmLtz^^ O. 4 5/yinS(Z5>>:? 

s-r-^^^^i-r^ct-csEB^issi-r^o ^fc. is^c^ 

^a^ft^afl5^ffl^^rsEs$•i@s-r'5>:^*i: Lrii. 

X(f JonesC. L ^iZcfc oTa«-*ixfc^J^/»<fe-5 (Jones 
C.L and Khan S. A. . J. Bacter ioL . 1(1) , p. 29-33, (198 40 
6))o ^fz. iE&•^^^S^ft^S^^L^tci§gg«^3E^(poin 
t mutation)$a>A'r'5::i:-C. S Es(D«fc y »^ U t^iJ^ 

[0 0 13] mm^ittzs Esa)SttSfi:fclSicjt}tt- 
^fctoiz. *ii«Bja>sEsf4Sfff-efc«*>. -4°c-e« 

*M^^<OSEsfi. -tf^^^l/. 1^. i^T 

ip>\z\t. sEs»?asaeL«si-szibtprffi-efc so 



B^/'&ffiffiiSaSl^^ja):*:!!^ S Esi, L < {^-{-(7)61 

ttSJ:. *ffilc55$t-r^rtSm(x>Kh:*-i/»;!)<^^ 
<t»a^(Sff^)*t. j§jS«t&^t>l±vP^:/3^tt(7)4,a)3!)<# 

gi^j^(iijf®/d:^;^r*fc^o ^y-r. ^Sg^hJ^jr-Ss Es4, 
L < mi5(Dt^^^7KI^?§SLiSP6^lzffi|S 
■r-5wi4,%xf>n!i^o li&J«a)^Sl^-:>L%TI±. s 

eO^li 1 lH]a5S4-^y O. O 1--50//g. »*L<I± 

o. 0 2-0. 5//g(Z)*ss*^wr'5ig9JA<$fS-ea& 

[0 0 14] *is«Bja);Sjg(cms**iycSEst L< 

ps#sija)^ja)S^fiii. «!i^«fi:#>t*«a)^^is. e 
jK3^i;simS>^cj:^*iz«i:y^i&L. mmmzitmmcDmm 

ii^. -«icfiEA-B^y o. os-s/zg-efty. jf* 

L<(iO. O 5-0. 5^g* 1 -2is]i^^itrj^Pfi^(c 
iS'^-r«^a);!)<«fcl>o ii^lcj:yi5!l^li7if^:r^ 

[0 0 15] :^m%m<omum^mmMi^&m:'m^(D 

*<SS^^^^i^o *:m«B^a)^S?JO:*:®t?&^SEs 

tb y >/^ff-^HfliRizi3Rj|x*tL. ffFKi^srft^HiizA y 

^a-^ffiS-rSctaiCJSio -^-CDiiaS-eMHC classll 
^^^gittSIB&lcjS^L. 3Ft>lz1fSa)VjSTCR[814T 
fflSSCijS^-r^o V/5 TCRPgttTaBBSli-iattlcjStt 

l^ttffifiPt) KU^^XIcT&r^o S Es(DS#/»<2 olsIJa 
±IC3S:4i: hU^>Xlz3S:o/=V^ TCRffittTaBBSt. 
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mmL. in vitro OfflS^-etDjfflSjb^prffiliitt-So t 
Z^-Q, RA^'x;U^'t7X'T?(iV^8TCRPgttTaafla 

^8TCRBttTfflBa*hU^>XlCLTi3<i:. ^-0!) 

* 1± S iJbc;) a ^ — y ^ frJS -3 T t 

SMflS-^ Lfii It « Z <»: -Ctt: rt-C/mib $ *L e BfetM ^ 
l£^LTLN4V5 8TCRRittTfflBatZ hU^^XSR 

[0 0 16] 

t, T fflgSA^^Mtt ^ i#otft;il iz Jicf L T t ISS L 3S: < /cC 

sEs^s^raafiiwizig^L. is-^A>izANog:*;i®ic 

[0 0 17] IJIT. *^«i§^3ll6«f::S-:5^l¥3ffl(zUi 40 

[0 0 18] 

( R A (7)5§iEtq]©i&i;.^s^am) BA/1 -t^x c: 1 1 a 3 ^ 

lilS IS (collagen type lU lUTC I A^BS-r)(7)^S 
¥^mJkt Urttffl Lfc (Trentham D. E. . et al. . J. Exp. M 
ed. . 146. p. 857-868 (1977) ) » a§im~fflHI?f Ic P B S rz» 50 



« L«« L/z S E B ^ 1 g/T ^ X/e (DS-^JIX'jS^ L 

a)m3£Sizj£ i:ri-4g<z)X37 (BiSBiSx a r) r*P 
[0 0 19] ^(omm. sBBnm^mx\t%&m\t^ 

0 0%r*&otc*^ SEBa^l|T?(iS6ffiW±2 0%S 

ST'fcy. za)M(**3ST*a&o/i:(p&it:o. O Do */= 

tA<WI3Lf=o C I A3{)<«SLfcWwSEB*1 

x/ga)S^S-ei a 1 1l9 o B^s^LrjgPMics-^ 
LC I AA<7&ffi-r^;5Ni:57bN^I*Ltro -^-^DSm. 
|S^<DX=lT-e^fcC I Aa)imttliCll(;5 2lH]@(Dftffi3{)N 

t>2 1 HgfcfeuNrsEBis^»i«^a^wtj±^rffi 
T*fcofc(p&it;o. o Do ;i4xt,(DjSSii. seb^hj 

orjgPlg^-r ^ C <!: iz J: tj V ^ ST C RilttTSfflfiaic 
fzo ^blCC I A35<SgjELrANC>SEB(3[)«Pg#$M 

-ssisijtDSPa-^-ec I A^7^m^-^^ztt<-^mx& 

ho 

[0 0 2 0] -yj^ ^i6C57BL/6V'i7XlzS EB^O. 2 
Ug. I.O^ig. 5. OiUg(DS^fi-ei.B 1 Ell 0 — 2 
oaPfl«PWlzg#L. *P,i::7-i OBMflaS-r-Sz 
i:T* V )S 8T C R T JfflBSlrit^MM^j: h >X^g|*L 
fco ^oai %(DflSKr^X h^>:M^'JOA^§ja(dex 
tran sulfate sodium salt. WiTD S S t^^^dtti^ 

i^xm^mm^tfyiz&^Lfzo tcoms:. i^is^^ox 

&i;o.2/ug. 1. O^gCDSEBlS^vOX-Cli^rU 
t^mi5bih^tzi,<D<D^ti{tmi5bx^mx&^). uazit . 

m^Xl^^t^^tzo Z<D^mit. S EB(DigPfi#IZcfc 
5. O /^g/mouse{z|St>-rz;KJa±a)igLNlS:#fi$'ffitNfc 

t c t imm i^mm x^^o 

[0021] SlfifiLi 

(S^SS EBa)i@S)S. aureus2 4 3<*^4%N ZT S 
O. O 1 %ffiK5"TS>. 0.0000 5%(O-3 5^>K 
^^W-^^lSife-C. 2 4-3 6B*fBiSSLfco RB^aiS 
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jSLTSEB^KS^F-lt. O. 1 5MNa C I }8j«-ea 
y^Lfz^^ 4MMgC I 2}§ja-CjSdiLfro ^h^^ltzM 
ii-^O. 1 5MN a C I L< (iO. 1 5MN a C I 

^^t?PBS(zS«fLfct(D^SEBSfi,i:Lfce CO) 
cfc 3 1:: Lr» P>Hfc S E BfifiiliB 1 Iz^f «fe 5 icjSTc 
T-ecDSDS-P AGE. CBBSfeT?*— (D/O Ki: 
LXtklh-^*ltzo -^5. «6*a)Tf?g5a)SEB (Toxin Tec 
hnologyaSD S E BCD/O K<D46fZ2l5*i-r45r 

jSiJ'[C-3LxTIiS«a)4tZ^:^B^-efe*;!)^ C^xf>(DiS 10 
»3b< s E B (DStt«iSlcBB-§. L T S RTtlll (iS^ -e ^ 

[0022] 2 

( S E B (Dig P fi^ IZ V 5 i^SMfefi^ W h U ^ > 
T.omWiUBk/U^OT.iz^ S. aureus 2 4 3t*J: yflffi 
LfcS EB^PBSfCjgSL. V^>T*<$ffiUT1 
fcy O. 2'-1 O JL/ gCD^^gT? 1 BimiOB-QOB 

lzt)fcor»pa^Lfco ftr. S:4-BBi&ai OBgic 

V ^ 8T c Rm\^rm^^m^tji h u^>x*<gi»**x 

^*N^*a*^5i^Lfzo hU^VXODS^IiSEBlZjcf-r 20 
«ii5iJS§a)S5S. tn:V/9 8TCRm^n->tafli:SiJ2U 

8T c Rll1±TfflBS(75liM(DSil^r*PMLyro 
[0 0 2 3] \)SBB\Z^^^mmi^^(Dm^ . 

s E B tf^^a^-S A^ tta L V -t? ;^ 3bN c, BK 

Ox I gG*^7P->tittt:^@4i^bL/i:::^^X^!y>7 3^ 
L/— hlcAD^. 3 7"C-C2Kia>r>+a.^— hLBJfflfla 

HKlCffi^Ltco *fc<fe0S EB^SJ^LTl^>^^L^ffea) 30 
1^ 16 <7) ^ 'I? X A^ IS S L |5] ^ (D V O X 0) g* 88 ffl flS ^ ffl 

$fflBa<t LTffifflLfco 5x 1 05fiv-f h-^-f v/^C^I&S 

BKaBSa* 9 67Xa)^-r^P7^u— hiciin^fco -a? 

B#. MaiaKtLTSEB^SKftJRLT. ST^'C. 6 
v>-e3 7*^0. 6B#PBlT'^^;K0.5/iCi/well) L 

fco -tr^u/x-^x^-Tfiiafl&^iixaiL. 

S E A (Staphylococcal enterotoxin A) lc>Pt-^i)ii5iJS 

[0 0 2 4] C(7)<^5(:iLrs EBIc^f ^ii5iJ^:@^ 

SEBigPa#|$^|^»^»i:-eit«LfcjSS. HI 
2 in^-Tcfc 3 fc. ;llISlcfflt\tc:^r(7)S E BiBSl:: 331% 
T S E Bg^af -eii K 'J a V>(7)IS y aX^A^I^a 

-^lll3a:^rSL<^eTLTL%'5c<hA<*iJBJLfco CO) 
Z it lis E Blc$>t-r *CS:S14MST Lr z <h ^ ^ L 

■cfcy. SEBi$*M3S:hu^>X3&<j3tj5:LrtN^Rr«6 



TCR*^P — >tfi;{*$-fiefflLr. CCOaBflS^DtaV^S 
T C Rm^ P-^tattd^t-r-SiilijSS^MST LTL%* 

Tfflfla<D!B«jS(2x1 06/ml)$ilOx.fro 3 7°C-C6 6 

0 3lC3r**L«ck3i::sEB*«Pia^LfcS-Cl± 

tm'^m\ztt-<x^ y ax* [3 h s v xdjssi^s 

tt7b<iS<. taV^STCRm^P-Vtaf^SliaCi^eJS^ 
ttrfe^;zi:;5<*ijofco fiOt>. V;S8TCRT3fflfia/)<ffl5 
» W T :^ — I c o T I % « Cih 3&<*iJ K L f= o 
[0 0 2 5] iP^P— hjc KU-<gjff(zA&clona 
I deletiorKD^ffi^ 

S EB«iPa^fta)V58TCRffi14Tfflaa<D 
/Ktfii U— >a)Jg3ai::oLNTt:7n— 9-< K> 

— SffliAT««f Lfcp »BB^aa35^biSi!L/cT assist 

aining buffer (2%'5'>lftlS7';u:?5 O. 0 2%7' 

— F I T c^Kyuta^ox V ^ 8T c r*^ p— > 
Stfr^i fig/m\-vim^. **-eaffi3 o^j^HJRJS^-a: 

tro JSIIS^. staining buffers? 3 [sl$5t;fL. 5 0 0/ig 
/ml(DZ^Pev';7Aa— K(propidiuni iodide)5gia 
izmm L T F A C S can (Becton D i ck I nsonttJSD * ffl 1% 

<D7Kt'jiU-va VCOit^T'SL/co -?-(7)«SSs SEB 
L r l%3^ci: INPS *0 T fflte"ei± V 8 T C R T ffl 
Ba*<i 5, 4%-e&ofc36<. SEB»pa^»-eiii 1. 
o%it$?)3 o%SgfiiNfit^^Lfco SEB 
*®«IMl::SPa-#-r-5) C i: Iz J: y s E Bj£Stt<D V 
8TCRTaBflSA<§P5^MlcS8'>-r4;ii:. fin^»clonal de 
I et i ont^^isb ^H^Z, tt^mBMLtzo (D^mt^ 

C R TaBBa(D^j£SttlZj:-6S EB^mWitJiT'tzy-t 
Vi8 8TCRT«flSa)a5^i^M3S:clonal deletioniz h 

U ^ > X (D ^3g*</£ it L T l> C 3!i<^ * Hfc o 
[002 6] 3 

(S EBiSPt9:-^lZj:^C I A(Dm&nm) 6-^1 GiifK 
<7)DBA/lJlfif(D-7'!7XlZO. 1 5MC0N a C ! ^^t;5 O 
mM hyXffiK(pH8. 0)IZ5§«L/i't7vllSi=I^- 

yXclk -V^V+AW^RffaSD^^^P-Oh^^T 
vii./^> h (Freund Complete Adjuvant. IsiTFCAi: 

O 0;iga)g#fir'^ailcjKi^S#Lfco ^(7)3m(^ 
CI! 2 O O /ig$jgj$ttSga)**T-ffiffirtlca^L/=o 

ja^ 1 ii- 3 ±r ^ ratgw-r * c r*=> ^-^>mmmwi 

3fe(collagen induced arthritis. IslTC I At^T^ 

ztt<^i)t<»&Ltzo c I Aa)Wffliz-Di\ri*. ci 
\^iSLm[^^^Lfz»^&mzm&(Dm0mwt^^»&, 



(7) 
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LJ&to. 1 0-1 4BaiC|5lSl 00%<DT^X3!)^«e 

EBg^S^pTMi^S^lil O 0%T'fcofca)-e. SE 
B<Z)SPl6^|zj:y. ^f>7!)N|zc I A(D«g;&<}CPM*4x 10 
T Cit 3&<5^ * *Lfc (H 4 ) o 
[0 0 2 7] SlifiL_4 

(S EBCD^Pfi^lZcfc^C I A(DJ&«S!lS)5fe-r. DBA/ 
1J V 't7X IZ C 1 1 S - Jg*ffi L T * ^ -ftSS- 

^T«:l^c I A^n&^itfzo iii»^y 

S EB$ 1 //g/'7'!7;:^(Dg-^fi-eo. 2ml/vO>^t: 1 B 

iiiajffi9oaw«PMica#L/co Mfflisxaro)^ 
Bi^g^p-eiii Ec^fc y(D^s^ii^a)X3Tli^SL^*^ 20 

9 O B g * T*jt * tl^m LXl^^Ztt<7ji^*l 
fzo SEBS«aMIC9 0Braa»ta-§^Lf=it^ 

d69 0BaiC(i($lS0IZifitNfi|^^Lyc(a5)o COC 

tit. c I A^-saiaSS'^fcft-etsEB^JSnwic 

C<D^flgffiL/=SEB(DS^fi(i1 /ig/vOXch^a 
0-^ I:: ci: r t /z b $ *t ^ SJeSO) S E B *9I it -r -5) □ 

ofco *fco. 1 Aig/Nr':7;^/B(DSPft#-etv/S Tc 
**LrL>^(DT*c<7)S#fir-tiC I Aa)7&«;!)^pr8i-efc 
[0028] mmm 5 

(DSS^«UCa)^S)SiraiLfccJ:5l36-1 6ilg$0 40 
C57BL/6-7'!7XlCM. W. 4 0. O O OCOffllKT^^^X 
h U OAQextran Sulfate Sodium salts. KITDS 

L^i:;£i<t)7-1 O B ^13 WT i: . 

TaS^Lfr (Gastroenterology. 98:p. 694-702, (199 
0))o a^TKS-^Ste^l 0Bgfcfi^7Ka^^^«7L. tK 
4B'-2 OBF^S^L/co lgB#fl<j(c. 
vH7XA^^,*:IS^WI»L¥7&ffi5(D^rSI^zj9oT«BSL. 



izWBfLfcft. X^-f K^^XIcftSy^^lt, >N-7 h+v 

[00 2 9] \)ma^^iz^^hu^iy:k(Dmm, 
AMSt^o *-T*^-f S EBa)aiSM35:«PlS-§.|Zcfc-5 v 

la-^fco DBA/ivox(Dii^<fcyiSt^a-^a(5/ig/v':7 
x)-eiBiiii. 1 4Braiz*3fcora4-L/=o sjia 

4B@fc-7'l7X;!)NbI*fla$-*{|£liL. 11^^2 0) 

tav 5 8T c R^y ^ p-:^;^t^;t*:*IJS[^zJ^•r^iiM^S: 
S^^S'lSL^co -^(DSS. Ejeiz^-Tcfc^iz, SEBfz 
^lt5iJ£»Xi;tSV ^STCR^y^ □—■ t-^Utaft 
fZ*t-r ^iiMiSS^ih =ti S E B ^g-^ LTl^?^c^:l^iE« vi? 
X(D**Li:Jt-<r^SlZ<STLTtey. V/S8TCRT 

[0 0 3 0] i i) S E B(Pi^Pa^fZj:^U C(P^jiPttD 
ffl 

5fe-r. DBA/1J-7':7XlC^i6PBSlCS«L/=SEBS-5 
^g/vOX/a(Dg#ST*^ffi1 OBHISPS^^^TJtC 
L>hU^>X^^^L/co *f-PBSa)i^1S#L/cSllt 
P^KSLBttWftirL. fi^l^T 1 . 0%DSS* 1 O 
B g 4tfc7KS# L r U C O^SA<}q]©J ti-S A^ 5 
iS^/co tcfc. SEB3^Lf:Dssa)g^l6#l¥$-iftSLIS 

ttffi-efcofco 5/ig/^'i7x/Ba)a^a-csE 
B*«pa#*nfc^'^x-eri. iiffi±9PfC2fefiE^»iifc 
'54l<7)(7)ffelzit^-cBJb*^^c^g-e$,y, iSttJ^raifco 

»Pa-^Lr V ^8T C R TfflflSlC h >X ^^^1" 

^Zitfzc^y. DssBI»uca)«3^$}qiSij-c#-5c<!: 
[00 3 1] ;mb(Disgsj:y. *M«0-«0tiL<ii^ 

<0R3ltt:$*I|ifc-r^fzJ:y hU^>X*SI«L. CI 
A&r/uc(7)^im$}qi«ijT'^^<tL>5z^. ^tzc i a 



(8) 



1#B8^09-1 10704 



[01] :*^f^%m^zml^c,Hi>sEBomm.■:fJ'^t^ 
ixi=^ o T^# c,^xfc s E B ©asooi^* s-rmaaa 
ll,(ESftffl¥S)-e&*. 

[13 2] :timn^izmi^^*iisEBO)matk^^<i> 

[@3] :*:KSfe^l=ffiL^^;K'i!SEBtS□fi#Sfca)7 
«i8JSlES^® (ST ^ a^-r 0 i5 -S . 



10 



[04] 4c|ifelSi=mL^ ^tli) S E B<Dfia£.#^09 

c I A<o«j£|q]fi]$-^-r0i?fc<5, 
[05] *M«B^(=ffll-''b*i-i)SEB<D»P«.^lcj: 

[0 6] C57BL/6v;7XBI»TfflBa-ca)*|ifseB©ft 

l6^«ttiKB^l»j&SfflSPS#SiJfi#l=#d s E BIZ 

«-r -siiJiJESwis-F ^^-r 0 -e fc 4 . 
[0 7] :^m^^0>^&m:»\m&=^iSi^ttiftistm& 

a)}^sg0 (0af%ffi¥S) 
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[02] 
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